
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 

International Bureau 

(43) International Publication Date 
4 July 2002 (04,07.2002) 




PCT 



(10) International Publication Number 

WO 02/052038 A3 



(51) International Patent Classification 7 : C12Q 1/68 

(21) International Application Number: PCT/CAOl/01860 

(22) International Filing Date: 

21 December 2001 (21.12.2001) 



(25) Filing Language: 

(26) Publication Language: 



English 
English 



(30) Priority Data: 

2,327,527 27 December 2000 (27.12.2000) CA 

(71) Applicant (for all designated States except US): 
GENEKA BIOTECHNOLOGY INC. [CA/CA]; Bureau 
401, 5445 avenue De Lorimier, Montreal, Quebec H2H 
2S5 (CA). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): LAROSE, 
Anne-Marie [CA/CA]; 5320 13eme Avenue, Montreal, 
Quebec H1X 2X8 (CA). LEBLANC, Benoit [CA/CA]; 



14893 Sherbrooke Est, Montreal, Quebec HI A 5K1 (CA). 
CAMATO, Rino [CA/CA]; 8780 Narbonne, St-Leonard, 
Quebec H1R 3S5 (CA). 

(74) Agents: DUBUC, J. et al.; Goudreau Gage Dubuc, Stock 
Exchange Tower, Suite 3400, 800 Place Victoria, P.O. Box 
242, Montreal, Quebec H4Z 1E9 (CA). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, H, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 
MX, MZ, NO, NZ, OM, PH, PL, PT, RO, RU, SD, SE, SG, 
SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, 
VN, YU, ZA, ZM, Z W. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, TR), OAPI patent 
(BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, 
NE, SN, TD, TG). 

[Continued on next page ] 



(54) Title: METHOD FOR NORMALIZING THE RELATIVE INTENSITIES OF DETECTION SIGNALS IN HYBRIDIZATION 
ARRAYS 



3 

m 

<s 
in 
o 

o 
O 



mRNA ^y-AAAAA 

rRNA/—- 




mRNA 

-AAAAAA 
-TTTTT 



total RNA 
(mRNA + rRNA) 



cDNA production 



mRNA-derived cDNA rRNA-derked cDNA and labelling 



mRNA-cDNA 
probes 




J j [rRNA 
r jj //competitor 
lj Yprobe 

^rRNA-cDNA 
probe 



spots 



(57) Abstract: The present invention relates to rRNA-derived cDNA used as an internal standard or control to achieve normalization 
of hybridization signal detection in microarray biochip technology. Because of its relatively invariant expression across tissues and 
treatments, 18S and 28S ribosomal RNAs are ideal internal controls for quantitative RNA analysis. A way to circumvent the technical 
difficulties of using ribosomal RNA as a control, because of its overabundance relative to that of other RNAs, is described and claimed 
in the present application. Improved methods, arrays and kits comprising arrays and free unlabelled ribosomal probes, are objects 
of this invention. The unlabelled ribosomal probes are used to compete out the excess or ribosomal nucleics present in a sample 
wherein all cDNA species of the sample are labelled before being placed in contact with the arrays. 
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